Abstract: Symmetrical and unsymmetrical 3-halo-or 3-methoxy-substituted 2-dibenzoylamino-1,4-naphthoquinone analogs were synthesized with an average yield of 45% via sodium hydride promoted bis-acylation of 2-amino-3-chloro-1,4-naphthoquinone, 2-amino-3-bromo-1,4-naphthoquinone and 2-amino-3-methoxy-1,4-naphthoquinone.
Introduction
The quinone moiety is an important part of many biologically active natural products and their synthetic analogs [1] [2] [3] [4] [5] [6] [7] [8] [9] [10] [11] [12] [13] [14] . The quinonoid anti-cancer drugs such as mitomycin C, daunorubicin, doxorubicin and mitoxantrone have been used in the treatment of various types of cancers, including solid tumors, for many years. We have been involved in the synthesis and biological evaluation of some quinonoid compounds [15] [16] [17] [18] [19] [20] [21] , and previously we developed 2-chloro-3-(N-succinimidyl)-1,4-naphthoquinone and some of its analogs as MEK1 specific inhibitors of the Ras-MAPK pathway [15] . In a subsequent report, we demonstrated the anti-carcinogenic activities of some of these imido-substituted 2-chloro-1,4-naphthoquinone derivatives on androgen-dependent, LNCaP, and androgen-independent, PC3 and DU145, human prostate cancer cell lines [16] . In continuation of our work on the OPEN ACCESS development of novel imido-substituted 1,4-naphthoquinones for studies in our prostate and breast cancer drug development program, we have designed some novel bis-arylimido-substituted 1,4-naphthoquinones. The sodium hydride promoted bis-acylation of 2-amino-3-halo-1,4-naphthoquinone and 2-amino-3-methoxy-1,4-naphthoquinone to furnish some novel 3-halo-and 3-methoxy-substituted 2-dibenzoylamino-1,4-naphthoquinone analogs is therefore reported here.
Results and Discussion
In our ongoing studies on the chemical modification of naphthoquinones to give biologically useful compounds, we previously reported the synthesis of some cyclic and acyclic imido-2-chloro-1,4-naphthoquinones obtained by reacting 2-amino-3-chloro-1,4-naphthoquinone with acid chlorides at elevated temperatures in the absence of a base or catalyst. Similar reaction conditions did not produce the corresponding bis-arylimido-1,4-naphthoquinone analogs in any appreciable yield. Hence, we explored a base promoted bis-acylation of the starting 2-amino-3-chloro-1,4-naphthoquinone. Various organic and inorganic bases were initially employed (including triethylamine, pyridine, DMAP and Na 2 CO 3 ) at room temperature and at elevated temperatures. These conditions did not afford the target imido compounds, rather, the starting 2-amino-3-chloro-1,4-naphthquinone and the amide derivatives were mostly recovered. However, the reaction of 2-amino-3-chloro-1,4-naphthoquinone (1a) with sodium hydride in dry THF under an inert atmosphere, followed by a nucleophilic acyl substitution reaction of the resulting nucleophile on an appropriate acid chloride furnished imido-substituted derivatives in addition to the amide analogs, as shown in Scheme 1. Similar reaction on 2-amino-3-bromo-1,4-naphthquinone (1b) and 2-amino-3-methoxy-1,4-naphthoquinone (1c) also furnished the corresponding imido-substituted derivatives, showing the procedure proceeded equally well in the presence of either electron withdrawing or electron donating group at position 3. The target imido-substituted analogs 3a-u were obtained with an average yield of 45% after purification by column chromatography on silica gel and/or recrystallization from appropriate solvents.
The 2-amino-3-halo-1,4-naphthoquinones 1a,b were prepared from the 2,3-dichloro-1,4-naphthoquinone as previously described for 1a [15] . An initial attempt to obtain 1c from 2-chloro-3-methoxy-1,4-naphthoquinone furnished the amino-chloro analog 1a instead. This suggested substitution of the methoxy group rather than the chloro group, which is most likely due to lower electrophilicity of C2 as a result of electron delocalization from the methoxy group at C3 as shown in Figure 1 . Consequently, we first synthesized 2,3-dimethoxy-1,4-naphthoquinone (2) from 2,3-dichloro-1,4-naphthoquinone and sodium methoxide in 72% yield as shown in Scheme 2 [22] . Subsequent reaction of 2 with ammonia in the presence of ammonium carbonate furnished 2-amino-3-methoxy-1,4-naphthoquinone (1c) in 52% yield (Scheme 2). The structures of all the symmetrical imido-substituted 1,4-naphthoquinones 3a-u synthesized in this study are shown in Figure 2 . Two unsymmetrical analogs 5 and 7 were also synthesized as shown in Scheme 3 by first forming the amide derivatives 4 and 6. The amide derivative 4 was made by heating 2-amino-3-chloro-1,4-naphthoquinone in p-chlorobenzoyl chloride; or by stirring 2-amino-3-chloro-1,4-naphthoquinone, sodium hydride and p-chlorobenzoyl chloride (1:3:1.5 mole ratio) in THF for 5 min at room temperature. Amide 6 was synthesized in excess acetic anhydride at room temperature with a catalytic amount of conc. sulfuric acid [23] . Subsequent reaction of the isolated pure amides, 4 and 6, with NaH followed by addition of benzoyl chloride (1:2:2 mole ratio) or p-chlorobenzoyl chloride (1:1.5:1.3 mole ratio) furnished the unsymmetrical analogs 5 and 7 in 43% and 41 % yield, respectively. As shown in Figure 3 , the crystal structure of compound 7 shows that the imide group is almost perpendicular to the plane of the naphthoquinone ring and the two imide carbonyls are anti to each other. 
Experimental

General
Infrared spectra were recorded on a Perkin Elmer PR 100 Spectrometer equipped with an Attenuated Total Reflectance (ATR) window. 
2-Amino-3-methoxy-1,4-naphthoquinone (1c)
. Ammonia gas was bubbled continuously into a mixture of 2,3-dimethoxy-1,4-naphthoquinone (2, 0.305 mg, 1.40 mmol) and (NH 4 ) 2 CO 3 (439 mg, 4.57 mmol) in anhydrous MeOH (70 mL). The reaction mixture was refluxed at 50 °C for 2 h. Additional (NH 4 ) 2 CO 3 (418 mg, 4.35 mmol) was added to the cooled solution and the mixture was again refluxed for 1 h. Nitrogen was bubbled through the cooled solution for 10 mins. The solution was concentrated in vacuo, ice-cold water (20 mL) added to the resulting mixture, and the precipitate formed was isolated by filtration under suction. This solid was air dried to obtain a red solid (226 mg) which was re-crystallized from ethyl acetate / hexane (50:50) to obtain red solid (148 mg, 52% (2) . A mixture of 2,3-dichloro-1,4-naphthoquinone (4.960 g, 0.022 mol) and sodium methoxide (3.582 g, 0.066 mol) in anhydrous MeOH (100 mL) was refluxed for 5 h. A second portion of sodium methoxide (2.365 g, 0.044 mol) was added and the mixture refluxed for another hour. The reaction mixture was concentrated under vacuum, filtered and the residue repeatedly washed with cold water to obtain a yellow solid (3.463 g, 72% 
2,3-Dimethoxy-1,4-naphthoquinone
General Experimental for the Imido-Substituted Derivatives 3a-u
2-Amino-3-chloro-1,4-naphthoquinone, 2-amino-3-bromo-1,4-naphthoquinone or 2-amino-3-methoxy-1,4-naphthoquinone was dissolved in freshly distilled THF (15 mL). NaH was added and the mixture was stirred at room temperature for 15 min. The appropriate acid chloride was added, drop wise, and the mixture was stirred for 24 hours under argon (mole ratio of substrate:NaH:acid chloride = 1:2.3:2.3). THF was evaporated under vacuum and the mixture was washed with ice-water (10 g ice and 10 mL water). The ice-water mixture was extracted with CH 2 Cl 2 (30 mL, 20 mL consecutively). The combined organic phase was washed with water (3 × 20 mL), saturated NaCl solution (3 × 20 mL), and then dried over anhydrous MgSO 4 . The crude material was purified via triturating in hot ethanol, recrystallization in ethyl acetate and/or via column chromatography. Bis-(4-tert-butylbenzoyl)amino-3-methoxy-1,4-naphthoquinone (3r) 
Characterization Data for Each Isolated Imido-Substituted Compounds 3a-u
2-Dibenzoylamino-3-chloro-1,4-naphthoquinone (3a). Yellow solid. (61%
2-Bis-(3-chlorobenzoyl)amino-3-chloro-1,4-naphthoquinone (3g). Yellow solid. (31%
2-Bis-(3-chlorobenzoyl)amino-3-bromo-1,4-naphthoquinone (3h
2-Bis-(3-chlorobenzoyl)amino-3-methoxy-1,4-naphthoquinone (3i
2-Bis-(4-chlorobenzoyl)amino-3-chloro-1,4-naphthoquinone (3j). Yellow solid. (27%
2-Bis-(4-chlorobenzoyl)amino-3-bromo-1,4-naphthoquinone (3k). Yellow solid. (34%
2-Bis-(4-chlorobenzoyl)amino-3-methoxy-1,4-naphthoquinone (3l
2-Bis-(4-fluorobenzoyl)amino-3-chloro-1,4-naphthoquinone (3m). Yellow solid. (56%
2-Bis-(4-fluorobenzoyl)amino-3-bromo-1,4-naphthoquinone (3n). Orange-yellow solid (66%
2-Bis-(4-tert-butylbenzoyl)amino-3-chloro-1,4-naphthoquinone (3p). Yellow solid.(28%
2-Bis-(4-tert-butylbenzoyl)amino-3-bromo-1,4-naphthoquinone (3q
2-
2-Bis-(4-methoxybenzoyl)amino-3-bromo-1,4-naphthoquinone (3t). Yellow solid. (70%
2-Bis-(3,4,5-trimethoxybenzoyl)amino-3-chloro-1,4-naphthoquinone (3u). Orange crystals (51%
2-N-(4-Chlorobenzoyl))-amino-3-chloro-1,4-naphthoquinone (4)
. 2-Amino-3-chloro-1,4-naphthoquinone (302 mg, 1.45 mmol) was dissolved in freshly distilled THF (15 mL). NaH (104 mg, 4.33 mmol) was added to the solution and the mixture was stirred at room temperature for 30 mins. p-Chlorobenzoyl chloride (0.27 mL, 2.14 mmol) was added and the mixture was stirred for 5 mins. THF was removed under vacuum and the mixture was extracted (see general experimental for work up). The crude was recrystallized in EtOH (20 mL) then triturated in ethyl acetate to obtain the 4 in 40% yield. IR (cm (5) . Compound 4 (101 mg, 0.292 mmol) was dissolved in THF (15 mL). NaH (14 mg, 0.583 mmol) was added followed by benzoyl chloride (0.07 mL, 0.604 mmol). The resulting mixture was stirred at room temperature for 26 hours. THF was removed under vacuum and the mixture was extracted (see general experiment for work up). The crude was purified by column chromatography with silica gel in CH 2 
2-(N-Benzoyl-N-(4-chlorobenzoyl))-amino-3-chloro-1,4-naphthoquinone
2-(N-acetyl-N-(4-chlorobenzoyl))-amino-3-chloro-1,4-naphthoquinone (7)
. Compound 6 (300 mg, 1.2 mmol) was dissolved in THF (26 mL). NaH (75.6 mg, 1.88 mmol) was added to the solution and the mixture was stirred at room temperature for 15 min. 4-Chlorobenzoyl chloride (0.2 mL, 1.56 mmol) was added and the mixture was stirred at room temperature for 25 hrs. THF was removed under vacuum and the mixture was extracted (see general experiment for work up). The crude was purified by triturating in 50% ether/hexane mixture, followed by recrystallization from hexane (1.2 mg of crude/mL of hexane) to obtain a yellow solid in 41% yield. 
Conclusions
In conclusion, we have synthesized a series of novel symmetrical and unsymmetrical 3-halo-or 3-methoxy-substituted 2-imido-1,4-naphthoquinone analogs (with an average yield of 45%) via sodium hydride promoted bis-acylation of 3-halo-/3-methoxy-substituted 2-amino-1,4-naphthoquinone derivatives. These imido-naphthoquinone analogs were charaterized by electrospray ionization mass spectrometric studies, infrared, 1 H-NMR and 13 C-NMR spectroscopic techniques. X-ray crystallographic studies of an unsymmeterical analog showed the imide group is oriented almost perpendicular to the plane of the naphthoquinone ring and the two imide carbonyls are anti to each other.
